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Abstract: Studies on violence in schizophrenia use two different approaches: use of epidemiological data, and clinical 
studies recording direct patient data after gaining informed consent. With regard to informed consent requiring agreement 
and cooperation, the question arises as to what extent participants represent patients with schizophrenia and violent behav- 
iour (external validity). We conducted a systematic literature research. In most of the studies, aggression or violence, re- 
spectively, were poorly defined. Only 5 (15.2%) studies used a cut-off score on an aggression scale. Only 6 studies 
(18.2%) reported the number of patients who refused to participate, and 16 (48.5%) reported the number of drop-outs. 
Only 3 studies (9.1%) reported a systematic comparison of participants and non-participants. We found that data which al- 
low for the assessment of representativeness of the investigated samples are poorly reported. For most studies, doubts re- 
garding external validity seem justified and generalisability is questionable due to possible selection bias. 
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INTRODUCTION 

There is good evidence from epidemiological studies that 
the diagnosis of schizophrenia is associated with an in- 
creased risk of violence in the community [1], which persists 
with increasing age [2], is found in both males and females 
[3] and is strongly associated with co-morbid substance 
abuse [4, 5]. This poses a serious burden for relatives [6], 
staff, society as a whole and, last but not least, patients with 
psychoses themselves due to the subsequent stigmatisation 
[7]. Thus there is a considerable interest in conducting clini- 
cal studies on the origin and therapy of violent behaviour in 
these patients. However, clinical studies require written in- 
formed consent due to ethical reasons. In hospital settings, 
violent behaviour of patients with psychoses is associated 
with involuntary treatment [8], lack of insight into their ill- 
ness and treatment [9, 10], cognitive distortion [11], disor- 
ganisation [12] and positive symptoms [13]. According to 
the nature of the disorder and the severely disturbed behav- 
iour, violent psychotic patients are mostly uncooperative and 
distrustful, and lack the ability to understand and appropri- 
ately process new information. Therefore, these patients are 
typically neither willing nor able to give informed consent to 
study participation and as such it is obviously a significant 
challenge to conduct clinical studies with patients possessing 
these characteristics. Patients difficult to treat, e.g. with anti- 
social behaviour, show higher refusal rates than patients 
without antisocial behaviour [14]. Epidemiological studies 
find significantly divergent prevalence rates of aggression 
depending on how many sources of information the authors 
relied on [15] indicating that one single data source may 
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cause bias. This indicates that studies on aggression in schizo- 
phrenia have to take into account risks of selection bias and 
underestimation of prevalence rates. More than a decade ago, 
Volavka and Citrome highlighted methodological concerns in 
research on atypical antipsychotics in the treatment of persis- 
tently aggressive psychotic patients, including expectations of 
doctors and patients in non-randomised trials, influence of 
environmental factors, use of proxy measures as outcomes, 
insufficient definition of aggression, consent selection bias, 
inappropriate observation periods, and unrevealed diagnostic 
confounders such as substance abuse [16]. 

Nevertheless, numerous randomised controlled trials on 
the treatment of aggressive patients with schizophrenia and 
meta-analyses of these trials have been conducted [17] and 
recommendations in treatment guidelines are based on these 
results [18, 19]. This poses the question of whether or not 
patients included in these studies are representative of those 
violent patients who are described in epidemiological studies 
and in descriptive studies of in-patient violence, i.e., whether 
these studies have sufficient external validity to allow for 
generalisability of the obtained results. 

We conducted a systematic literature review on clinical 
studies of violent patients with schizophrenia. The primary 
objective was to analyse whether the published data provides 
information about a reference population and representative- 
ness of the study sample. As a secondary objective, we 
wanted to obtain information on the average proportion of 
patients who are reluctant to participate or drop out after 
inclusion into the studies. This is important for the planning 
of future studies on such difficult-to-recruit populations. 

METHODOLOGY 

Search Strategy 

We conducted a systematic search of relevant literature 
in the electronic databases PubMed (1966 - 2010 September) 
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and PsycINFO (1806 - 2010 September). The search was 
conducted with the Medical Subject Headings (MeSH terms) 
'schizophrenia' or 'psychotic disorder' or 'psychosis', com- 
bined with 'aggressive behavior' or 'violence'. 

Inclusion criteria for studies considered were as follows: 

- Samples including patients with schizophrena or 
schizoaffective disorder 

- Patients in in-patient or in out-patient treatment 

- any kind of aggressive behaviour towards others as 
an inclusion criterion 

- informed consent required and mentioned 

- patients actively involved in the respective study 
(i.e., not only consenting to chart review or gaining 
information from third persons) 

- adult populations (> age 18 years) 

English language publications only 

publication in journals listed in the databases men- 
tioned above 

Exclusion criteria were populations in forensic settings, 
i.e., prisons, forensic psychiatry, or involuntary out-patient 
commitment. We excluded such studies following the as- 
sumption that incentives to participate in a study might be 
rather different for patients in those settings. Incentives like 
facilitations of imprisonment may have a stronger impact on 
the decision of forensic participants than on general psychi- 
atric patients. 

Outcomes 

To assess external validity, we extracted the following 
data: 

- inclusion criteria: diagnostic groups, gender, meas- 
ures of violence 

- information on non-participants 

- information on drop-outs 

- information on systematic comparisons of partici- 
pants and non-participants 

To gain further knowledge on the feasibility of recruit- 
ment according to our secondary objective, we extracted 
further data: 

- proportion of drop-outs and patients reluctant to 
participate 

- sample size 

- period of recruitment, number of involved centres 

- setting (in-patient, out-patient) 

- requirements for study participants 

legal status of participants (voluntary/involuntary) 
incentives for participants 

RESULTS 

The literature search yielded 1419 hits (PubMed 1096, 
PsycINFO 323). The abstracts of all studies were screened 
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with respect to the inclusion and exclusion criteria. In case of 
doubt, if no abstracts were available, the full texts were ana- 
lysed by one of the authors (K.H.). In total, 33 studies ful- 
filled the defined inclusion criteria. There were several stud- 
ies that based on the same data sets but dealt with different 
topics. In total, there were 20 independent data sets. 

11 out of 33 studies investigated drug effects, 13 symp- 
toms, prediction and course, 6 neurobiological issues, 2 sub- 
jective views and 1 a psychotherapeutic intervention. 19 of 
the studies included were published prior to the year 2000, 
14 studies were published since then. 

Study Inclusion Criteria 

26 studies (78.8%) examined diagnostically homogenu- 
ous samples of patients with schizophrenia, while 7 studies 
(21.2%) had mixed samples comprised of patients with 
schizophrenia. 4 studies (12.1%) had samples with only male 
patients, and the others were comprised of both genders. 

16 out of the 33 studies (48.5%) used recently observed 
or reported aggression as an inclusion criterion, while 10 
used either recently observed aggression or aggression in the 
subjects' history, and 7 used a history of aggressive behav- 
iour as an inclusion criterion. 5 of the studies (15.2%) de- 
fined a minimum score on a standardised scale as inclusion 
criterion, while most of the others used aggressive or violent 
incidents or aggressive behaviour without a clear definition. 

Information on Non-Participants 

In 6 out of 33 studies (18.2%), information on the per- 
centage of patients who were identified by the screening 
procedure but refused to participate was provided. The per- 
centage was 12.0% on average (sd = 10.7). Three out of 33 
studies (9.1%) reported a systematic comparison of partici- 
pants and non-participants, and only one reported detailed 
information on those patients, citing no significant difference 
[20]. 

16 out of 33 studies (48.5%) provided information on the 
percentage of drop-outs. Drop-outs were 22.6% on average 
(sd = 15.5). Four out of 33 studies reported characteristics of 
drop-outs. 

Sample Size, Setting, Follow-Up, Legal Status, Incentives 

The mean sample size was 93.5 (sd = 98.8). The sub- 
groups of 'aggressive' patients comprised the mean of 62.5 
patients (sd = 46.0). 15 (45.5%) of the studies provided in- 
formation on the recruitment period, which was 33.8 months 
on average (sd = 22.4). 28 out of 33 studies reported the 
number of participating centres, which was 2.0 on average 
(sd = 1.7). 29 studies (87.9%) recruited only in-patients, 
while 2 recruited in-patients and out-patients and 2 only out- 
patients. 10 out of 33 studies were cross-sectional in nature, 
and the others provided follow-up data of 16.3 weeks (sd 
37.8) on average. Only one study [36] provided detailed in- 
formation on the legal status of the participating patients. 
None of the 33 studies provided information on incentives 
given to patients for study participation. 

A brief overview of the results is given in Table 1. For 
more details see Table 2. 
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Table 1. Detected Clinical Studies on Aggression and Violence and Schizophrenia 
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Author(s) 


Sample Size 
(Total/Aggr) 


Standardized 
Definition Of Aggression 


Information on Percentage of 
Non-Participants or Dropouts 


Characteristics of 
Non-Participants 
or Dropouts 


Comparison of 
Participants and 
Non-Participants 


Cohen etal. [21] 


126/126 


X 








Tuason [22] 


30/30 




Dropouts: 16,7% 


X 




luason [zoj 


JZ/JZ 


A 


non-participants: 5,8% 
dropouts: 44,2% 






Krakowski et at [24] 


44/44 


-- 


-- 


-- 


-- 


Krakowski etal. [25] 


89/55 




non-participants: Entire study 
cohort: - -; subgroup: 1,1% 

dropouts: Entire study cohort: - -; 
subgroup: 30,3% 






UKiimd et at. L^oj 


10Z/ lOZ 




nropouis. y,j /c 






Lapierre et at. yz. I j 


01/-J 1 




non-participants: 16,2% 
dropouts: 0,0% 






Vartiainen etal. [28] 


19/19 


X 


Dropouts: 31,6% 






Allan etal. [29] 


34/34 


-- 


Dropouts: 5,9% 


-- 


-- 


Cheung etal. [30] 


62/31 






"" 




Cheung efa/. [31] 


62/31 










Cheung et al. [32] 


62/31 










Cheung et al. [33] 


62/31 










Krakowski & Czobor 
[;S4| 


137/75 










Maguire etal. [35] 


A flDfl 










Sreenivasan ^/a/. 
[36] 


1 OQ/1 HQ 










Hodgins etal. [37] 


104/104 




Dropouts: Reassessed after 6 mon- 
89%, 12 mon-78%,18 mon-62%, 
24 mon-46% 






JVLdKOWSKl e/ t/i. L-^°J 


1 11 

1 / 1 ly\j 










rNuian et at. L'-'^'J 


5 1/26 










\^n/loI si-f si] \A (W 

ivioaai et at. y\\j\ 


JO/ZO 










T?ircnp>r of ril [A 1 1 

iviLMiei et at. i^ri] 


J J/ZU 










Krakowski & Czobor 
[20] 


246/246 


-- 


non-participants: 2,8% 

A rnr-.ni l tc - Q S CK~ 

ciiupuuis. y,o /C 


X 


X 


Omerov et cil. [42] 


oZ/tl 










Arango et al. [43] 


46/46 


X 


Dropouts: 10,9% 


-- 


-- 


Barkan et al. [44] 


40/20 










Krakowski etal. [45] 


110/110 




non-participants: 17,9% 
dropouts: 36,4% 






Citrome et al. [46] 


33/33 


X 


Dropouts: 39,4% 


X 


X 


Kim et al. [47] 


580/61 




Dropouts: Entire study cohort: - - 
Subgroup: 21,3% 






Krakowski etal. [11] 


110/110 




Dropouts: 9,1% no baseline, 
13,0% no endpoint 


X 


X 


Haddock et al. [48] 


77/77 




non-participants: 28,7% 

dropouts: 6,5%; reassessed end of 
treatment: 92,2%, follow-up: 
88,3% 
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Table 1. contd.... 



Kim et al [49] 


103/46 










Krakowski et al. [50] 


93/93 




Dropouts: 26,9% 






Nolan etal. [51] 


44/44 











Comparison of Quality of Reporting: Pharmacological 
Studies and Recent Publications 

A descriptive comparison of pharmacological versus 
non-pharmacological studies shows that in 5 (45.5%) of the 
11 pharmacological studies and none (0.0%) of the 23 non- 
pharmacologic studies violence or aggression were defined 
by a cut-off score on an aggression scale. Rates of non- 
participation were reported in 2 (18.2%) of the pharmacologi- 
cal and in 4 (17.4%) of the non-pharmacological studies. The 
number of drop-outs was reported in 9 (81.8%) of the pharma- 
cological and in 7 (30.4%) of the non-pharmacological stud- 
ies. A systematic comparison of participants and non- 
participants was conducted in 2 (18.2%) of the pharmacologi- 
cal versus in 1 (4.3%) of the non-pharmacological studies. 

Comparing studies published in recent years (since 2000) 
to studies published before 2000, it turns out that in 2 
(14.3%) of 14 recent publications and 3 (15.8%) of 19 older 
publications a definition of violence by a cut-off score was 
given. Rates of non-participation were reported in 3 (21.4%) 
of the recent publications and 3 (15.8%) of the older publica- 
tions. The number of drop-outs was reported in 8 (57.1%) of 
the recent publications and 8 (42.1%) of the older publica- 
tions. A systematic comparison of participants and non- 
participants was conducted in 3 (21.4%) of the recent publi- 
cations and none (0.0%) of the older publications. 

DISCUSSION 

The primary objective of this systematic literature review 
was to investigate the external validity of published clinical 
studies on aggressive and violent behaviour in people with 
schizophrenia. Thus we focused our inclusion criteria on stud- 
ies which required informed consent, required patient's active 
participation and required aggressive behavior as an inclusion 
criterion. Though there is plenty of literature on violence in 
people with schizophrenia, only a limited number of 33 stud- 
ies, based on 20 independent data sets, fulfilled the criteria. 

To assess the external validity, we analysed whether cri- 
teria for study inclusion were clearly defined and whether 
appropriate information was given on drop-outs during the 
respective study, as well as on patients who had been 
screened for participation but were reluctant to participate. 
We found that only 15% of the studies that fulfilled our in- 
clusion criteria for the review used inclusion criteria defined 
a priori by a minimum score on an aggression scale such as 
the Modified Overt Aggression Scale [52]. This finding is in 
line with a recent overview on mood stabilisers in aggressive 
patients with schizophrenia where the authors criticised a 
lack of transparency regarding the inclusion criteria and 
definitions of aggression [16]. The difficulty in recruiting 
patients for such studies is shown by the study description of 
Citrome et al. [46], where the inclusion threshold had to be 



Table 3. Recommendations for Improving Reporting Quality 

Recommendations for Reporting in Future Studies 

• Inclusion criteria: clear definition of aggression by cut-off 
score of an appropriate scale 

• Number of patients screened for inclusion 

• Number and characteristics of participating and non- 
participating patients 

• Comparison of participating an non-participating patients 

• Number and characteristics of finishers and drop-outs 

• Comparison of finishers and drop-outs (esp. in terms of vio- 
lent behaviour) 

• Intent-to-treat-analysis 

• Information on consent procedures and incentives 

lowered during the study because after 15 months only 8 
patients had been recruited, then also allowing for the inclu- 
sion of milder forms of aggression. However, the inclusion 
of very mild or not clearly defined forms of aggressive be- 
haviour makes the external validity of the respective studies 
questionable. This does not only concern the severity, but 
also the causes of aggression. Only 8 out of 33 studies in- 
cluded made some differentiation between reactive, psycho- 
pathology-related and other forms of violence, e.g., violence 
related to antisocial personality traits or intoxication. 

An analysis and comparison of non-participants and par- 
ticipants was reported in only one study, and characteristics 
of drop-outs were reported only in 4 studies, though their 
percentage (where it was reported) was about 25% of the 
study population. Even if detailed information on non- 
participants may not be accessible due to ethical limits, it 
would be helpful to give some basic information on these 
patients. For futher investigations it is essential to know 
which subgroups of patients are likely to participate or not. 
Altogether, the external validity of most studies on aggres- 
sive behaviour in schizophrenia seems questionable, and 
sample selection bias is rather probable in the sense that pa- 
tients with severe violent behaviour and very little coopera- 
tion - the most difficult to treat and manage - were not in- 
cluded. This is well in line with previous studies on non- 
participants in studies on patients with mental illness. Non- 
participants tend to be male, unmarried, and to have a more 
severe course of illness. They also typically tend to have a 
low socioeconomic status, co-morbid substance abuse prob- 
lems and a history of violence [53-55]. Patients with schizo- 
phrenia are more frequently reluctant to participate in studies 
than patients with bipolar disorder [55, 56]. Among patients 
with schizophrenia, non-participation is associated with the 
disorganised subtype [54], severe positive symptoms and 
more frequent hospitalisation [56]. Additionaly, we com- 
pared the reporting quality in pharmacological and non- 
phamacological studies. Although pharmacological studies 
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overall showed a better reporting quality that may be due to 
stricter study protocols, there is even a need to improve the 
reporting quality. Comparing studies published prior to the 
year 2000 and more recent publications did not yield a re- 
markable increase in the quality of reporting. 

Our second objective was to elucidate difficulties in re- 
cruiting appropriate study samples among aggressive and 
violent patients with schizophrenia, which is important for 
the planning of future studies. Unfortunately, most of the 
studies did not report many of the relevant data, such as per- 
centages of non-participants. Incomplete reporting of such 
essential study data is common in clinical studies and ran- 
domised controlled trials (RCT) with regard to patients with 
schizophrenia [57, 58]. Where reported, only about 12% of 
eligible patients had refused to participate. This seems to be 
a small proportion; however, in many studies, the require- 
ment for patients was only participation in an interview, par- 
ticipation in an RCT on medication, or consent to taking 
blood specimens for genetic tests. There is a remarkable dis- 
crepancy between the huge body of literature on predictors 
and associated factors of violence in schizophrenia and the 
nearly complete lack of evaluated intervention programmes, 
with only one exception [48], which might indicate the diffi- 
culty of conducting such studies. Not only might it be diffi- 
cult to recruit patients, but bias emerges as the result of a 
considerable percentage of drop-outs during the study, which 
was 22% in the studies detected here (where information was 
reported at all). This was still less than the 40% in RCTs 
Gilbody et al. [58] reported in an overview of schizophrenia 
studies. If all types of studies on schizophrenia were in- 
cluded, this percentage would be much smaller (12%) [59]. 

The mean sample size was 93, more than the reported av- 
erage of studies in schizophrenia in general [59], but the 
well-known tendency of studies to be underpowered is found 
here, too. The vast majority of studies used in-patients as 
samples. This can be understood as an indirect hint at the 
difficulties of conducting clinical studies outside the hospital 
setting with patients who have displayed violent behaviour. 
However, this can also be a further source of bias, because 
the factors associated with in-patient violence are rather dif- 
ferent from those associated with community violence [3]. 
The recruitment period, if reported at all, was about 3 years 
on average, which may be a further hint at the difficulities in 
realising such studies. If recruitment of patients for studies is 
difficult and, in addition, it is difficult to keep patients to 
study protocols, financial incentives for participants are help- 
ful and frequently used [60] but rarely reported [61]. Unfor- 
tunately, none of the detected studies reported on incentives 
for participants. A better reporting quality would not only 
give helpful hints for recruitment in future studies, but is part 
of scientific ethics. Motivated by one of the reviewers of this 
paper, we tried to contact the principal investigators of the 
reviewed studies via e-mail, as indexed in the SCOPUS da- 
tabase, concerning the question of incentives for participat- 
ing patients. However, a considerable proportion of the stud- 
ies is more than ten years old and some of the authors had 
moved to other institutions or retired, from others we did not 
receive an answer. The resulting picture is incomplete but 
suggests that incentives of different kind may have been 
given in most cases. Financial compensation was described 
as small amounts of about 10 $ or €. Other incentives could 
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be transferral to a special research unit with better staffing 
and more convenient conditions of hospitalization. 

Given the difficulties in recruiting aggressive patients 
mentioned above, it is questionable that studies based on 
informed consent of patients are representative for the nature 
and severity of aggression in schizophrenia. It has to be as- 
sumed that the most aggressive and ill patients are mostly 
reluctant to participate in studies. Therefore, findings from 
clinical studies, particularly RCTs, have to be supplemented 
by data from other sources, e.g. observational and epidemi- 
ological studies, to allow generalisability to clinical practice 
and to improve external validity. 

A limitation of this literature review is that we confined 
our search to MeSH terms and to studies published in Eng- 
lish and available in PubMed or PsycINFO. However, there 
is little reason to assume that other studies not fulfilling these 
criteria are better reported in terms of study designs and out- 
comes. 

CONCLUSION 

Most studies on violence in patients with schizophrenia 
are poorly reported in terms of external validity, and are 
questionable with regard to generalisability. For future stud- 
ies, it is essential to report the following methods and out- 
comes: inclusion criteria, especially a clear definition of ag- 
gression or violence on an appropriate scale; number of pa- 
tients screened for inclusion; number and characteristics of 
participating and non-participating patients, and comparison 
of these groups; number and characteristics of finishers and 
drop-outs, and a comparison of these groups, especially in 
terms of violent behaviour at inclusion; and, intention-to- 
treat analyses. In addition, information on consent proce- 
dures and incentives should be reported. Table 3 summarizes 
the recommendations for improving reporting quality. 

SUPPLEMENTARY MATERIAL 

Table 2 Detailed overview of detected clinical studies on 
aggression and violence and schizophrenia. 

CONFLICT OF INTEREST 

The authors confirm that this article content has no con- 
flicts of interest. 

ACKNOWLEDGEMENT 

Declared none. 

REFERENCES 

[1] Fazel S, Gulati G, Linsell L, Geddes JR, Grann M. Schizophrenia 

and violence: systematic review and meta-analysis. PLoS Med 

2009;6:el000120. 
[2] Wessely SC, Castle D, Douglas AJ, Taylor PJ. The criminal careers 

of incident cases of schizophrenia. Psychol Med 1994; 24: 483- 

502. 

[3] Steinert T. Prediction of inpatient violence. Acta Psychiatr Scand 
2002; 106: 133-42. 

[4] Swanson JW, Holzer CE, Ganju VK, Iono RT. Violence and psy- 
chiatric disorder in the community: evidence from the epidemi- 
ologic catchment area surveys. Hosp Community Psychiatry 1990; 
41:761-70. 



External Validity of Studies 

[5] Fazel S, Langstrom N, Hjern A, Grann M, Lichtenstein P. Schizo- 
phrenia, substance abuse, and violent crime. JAMA 2009b; 301: 
2016-23. 

[6] Loughland CM, Lawrence G, Allen J, et al. Aggression and trauma 
experiences among carer-relatives of people with psychosis. Soc 
Psychiatry Psychiatr Epidemiol 2009; 44: 1031-40. 

[7] Angermeyer MC, Matschinger H. Violent attacks on public figures 
by persons suffering from psychiatric disorders. Their effect on the 
social distance towards the mentally ill. Eur Arch Psychiatry Clin 
Neurosci 1995; 245: 159-64. 

[8] Large MM, Nielssen O. Violence in first-episode psychosis: a 
systematic review and meta-analysis. Schizophr Res 2011; 125: 
209-20. 

[9] Buckley PF, Hrouda DR, Friedman L, Noffsinger SG, Resnick PJ, 
Camlin-Shingler K. Insight and its relationship to violent behavior 
in patients with schizophrenia. Am J Psychiatry 2004; 161: 1712-4. 

[10] Elbogen EB, Van Dorn RA, Swanson JW, Swartz MS, Monahan J. 
Treatment engagement and violence risk in mental disorders. Br J 
Psychiatry 2006; 189: 354-60. 

[11] Krakowski MI, Czobor P, Nolan KA. Atypical antipsychotics, 
neurocognitive deficits, and aggression in schizophrenic patients. J 
Clin Psychopharmacol 2008; 28: 485-93. 

[12] Steinert T, Woelfle M, Gebhardt RP. Aggressive behaviour during 
in-patient treatment. Measurement of violence during in-patient 
treatment and association with psychopathology. Acta Psychiatr 
Scand 2000; 102: 107-12. 

[13] Amore M, Menchetti M, Tonti C, et al. Predictors of violent behav- 
ior among acute psychiatric patients: clinical study. Psychiatry Clin 
Neurosci 2008; 62: 247-55. 

[14] Hodgins S, Mueller-Isberner R. Preventing crime by people with 
schizophrenic disorders: the role of psychiatric services. Br J Psy- 
chiatry 2004; 185:245-50. 

[15] Steadman HJ, Mulvey EP, Monahan J et al. Violence by people 
discharged from acute psychiatric inpatient facilities and by others 
in the same neighbourhoods. Arch Gen Psychiatry 1998; 55: 393- 
401. 

[16] Volavka J, Citrome L. Atypical antipsychotics in the treatment of 
the persistently aggressive psychotic patient: methodological con- 
cerns. Schizophr Res 1999; 35: S23-33. 

[17] Jones RM, Arlidge J, Gillham R, Reagu S, Van de Bree M, Taylor 
PJ. Efficacy of mood stabilisers in the treatment of impulsive or re- 
petitive aggression: systematic review and meta-analysis. Br J Psy- 
chiatry 2011; 198: 93-8. 

[18] National Institute for Clinical Excellence (NICE). Clinical Practice 
Guidelines for Violence: The short-term management of dis- 
turbed/violent behaviour in psychiatric inpatient-settings and emer- 
gency departments, [cited May 25, 2011]. Available from: 
http://www.nice. org. uk/page.aspx?o=244477. 

[19] Deutsche Gesellschaft fiir Psychiatrie, Psychotherapie und Nerven- 
heilkunde (DGPPN). S2 Praxisleitlinien in Psychiatrie und Psycho- 
therapie, Band 2: Behandlungsleitlinie Therapeutische MaGnahmen 
bei aggressivem Verhalten in der Psychiatrie und Psychotherapie. 
Darmstadt: Steinkopff 2010. 

[20] Krakowski M, Czobor P. Gender differences in violent behaviors: 
relationship to clinical symptoms and psychosocial factors. Am J 
Psychiatry 2004; 161: 459-65. 

[21] Cohen M, Oaks G, Freedman N, Engelhardt DM, Margolis RA. 
Family interaction patterns, drug treatment and change in social 
aggression. Arch Gen Psychiatry 1968; 19: 50-6. 

[22] Tuason VB. The psychiatrist and the violent patient. Dis Nerv Syst 
1971;32:764-8. 

[23] Tuason VB. A comparison of parenteral loxapine and haloperidol 
in hostile and aggressive acutely schizophrenic patients. J Clin Psy- 
chiatry 1986; 47: 126-9. 

[24] Krakowski M, Jaeger J, Volavka J. Violence and psychopathology: 
A longitudinal study. Compr Psychiatry 1988; 29: 174-81. 

[25] Krakowski M, Convit A, Jaeger J, Lin S, Volavka J. Neurological 
impairment in violent schizophrenic inpatients. Am J Psychiatry 
1989; 146: 849-3. 

[26] Okuma T, Yamashita I, Takahashi R, et al. A double-blind study of 
adjunctive carbamazepine versus placebo on excited states of 
schizophrenic and schizoaffective disorders. Acta Psychiatr Scand 
1989; 80: 250-9. 

[27] Lapierre D, Braun CMJ, Hodgins S, Toupin J, Leveillee S, Con- 
stanineau C. Neuropsychological correlates of violence in schizo- 
phrenia. Schizophr Bull 1995; 21: 253-62. 



Clinical Practice & Epidemiology in Mental Health, 2012, Volume 8 79 

[28] Vartiainen H, Tiihonen J, Putkonen A, et al. Citalopram, a selective 
serotonin reuptake inhibitor, in the treatment of aggression in 
schizophrenia. Acta Psychiatr Scand 1995; 91: 348-51. 

[29] Allan ER, Alpert M, Sison CE, Citrome L, Laury G, Berman I. 
Adjunctive nadolol in the treatment of acutely aggressive schizo- 
phrenic patients. J Clin Psychiatry 1996; 57: 455-9. 

[30] Cheung P, Schweitzer I, Crowley KC, Yastrubetskaya O, Tuckwell 
V. Aggressive behavior and extrapyramidal side effects of neuro- 
leptics in schizophrenia. Int Clin Psychopharmacol 1996; 11: 237- 
40. 

[31] Cheung P, Schweitzer I, Crowley KC, Tuckwell V. Aggressive 
behaviour in schizophrenia: Role of state versus trait factors. Psy- 
chiatry Res 1997; 72: 41-50. 

[32] Cheung P, Schweitzer I, Crowley KC, Tuckwell V. Violence in 
schizophrenia: Role of hallucinations and delusions. Schizophr Res 
1997; 26: 181-90. 

[33] Cheung P, Schweitzer I, Crowley KC, Tuckwell V. Aggressive 
behaviour in schizophrenia: The role of psychopathology. Aust N Z 
J Psychiatry 1997; 31: 62-7. 

[34] Krakowski M, Czobor P. Violence in psychiatric patients: The role 
of psychosis, frontal lobe impairment, and ward turmoil. Compr 
Psychiatry 1997; 38: 230-6. 

[35] Maguire K, Cheung P, Crowley K, Norman T, Schweitzer I, Bur- 
rows G. Aggressive behaviour and platelet 3 H-paroxetine binding 
in schizophrenia. Schizophr Res 1997; 23: 61-7. 

[36] Sreenivasan S, Kirkish P, Eth S, et al. Predictors of recidivistic 
violence in criminally insane and civilly committed psychiatric in- 
patients. Int J Law Psychiatry 1997; 20: 279-91. 

[37] Hodgins S, Lapaline M, Toupin J. Criminal activities and substance 
use of patients with major affective disorders and schizophrenia: a 
2-year follow-up. J Affect Disord 1999; 55: 187-202. 

[38] Krakowski M, Czobor P, Chou JCY. Course of violence in patients 
with schizophrenia: Relationship to clinical symptoms. Schizophr 
Bull 1999; 25; 505-17. 

[39] Nolan KA, Volavka J, Mohr P, Czobor P. Psychopathy and violent 
behavior among patients with schizophrenia or schizoaffective dis- 
order. Psychiatr Serv 1999; 50: 787-92. 

[40] Modai I, Gibel A, Rauchverger B, Ritsner M, Klein E, Ben- 
Shachar D. Paroxetine binding in aggressive schizophrenic pa- 
tients. Psychiatry Res 2000; 94: 77-81. 

[41] Ritsner M, Modai I, Gibel A, et al. Decreased platelet peripheral- 
type benzodiazepine receptors in persistently violent schizophrenia 
patients. J Psychiatr Res 2003; 37: 549-56 . 

[42] Omerov M, Edman G, Wistedt B. Violence and threats of violence 
within psychiatric care - a comparison of staff and patient experi- 
ence of the same incident. Nord J Psychiatry 2004; 58: 363-9. 

[43] Arango C, Bombi'n I, Gonzalez-Salvador T, Garci'a-Cabeza I, 
Bobes J. Randomized clinical trial comparing oral versus depot 
formulations of zuclopenthixol in patients with schizophrenia and 
previous violence. Eur Psychiatry 2006; 21: 34-40. 

[44] Barkan T, Peled A, Modai I, Barak P, Weizman A, Rehavi M. 
Serotonin transporter characteristics in lymphocytes and platelets 
of male aggressive schizophrenia patients compared to non- 
aggressive schizophrenia patients. Eur Neuropsychopharmacol 
2006; 16: 572-9. 

[45] Krakowski M, Czobor P, Citrome L, Bark N, Cooper TB. Atypical 
antipsychotic agents in the treatment of violent patients with 
schizophrenia and schizoaffective disorder. Arch Gen Psychiatry 
2006;63:622-9. 

[46] Citrome L, Shope CB, Nolan KA, Czobor P, Volavka J. Risperi- 
done alone versus risperidone plus valproate in the treatment of pa- 
tients with schizophrenia and hostility. Int Clin Psychopharmacol 
2007; 22: 356-62. 

[47] Kim YR, Kim JH, Kim SJ, Lee D, Min SK. Catechol-O- 
methyltransferase Vall58Met polymorphism in relation to aggres- 
sive schizophrenia in a Korean population. Eur Neuropsychophar- 
macol 2008; 18: 820-5. 

[48] Haddock G, Barrowclough C, Shaw J, Dunn G, Novaco RW, Tar- 
rier N. Cognitive-behavioural therapy vs. social activity therapy for 
people with psychosis and a history of violence. Randomised con- 
trolled trial. Br J Psychiatry 2009; 194: 152-7. 

[49] Kim YR, Jahng JW, Min SK. Association between the serotonin 
transporter gene (5-HTTLPR) and anger-related traits in Korean 
schizophrenic patients. Neuropsychobiology 2009; 59: 165-71. 

[50] Krakowski M, Czobor P, Citrome L. Weight gain, metabolic pa- 
rameters, and the impact of race in aggressive inpatients random- 



80 Clinical Practice & Epidemiology in Mental Health, 2012, Volume 8 

ized to double-blind clozapine, olanzapine or haloperidol. 
Schizophr Res 2009; 1 10: 95-102. 

[51] Nolan KA, Shope CB, Citrome L, Volavka J. Staff and patient 
views of the reasons for aggressive incidents: A prospective, inci- 
dent-based study. Psychiatr Q 2009; 80: 167-72. 

[52] Kay SR, Wolkenfeld F, Murrill LM. Profiles of aggression among 
psychiatric patients. I. Nature and prevalence. J Nerv Ment Dis 
1988; 176: 539-46 . 

[53] Cheung P, Schweitzer I, Yastrubetskaya O, Crowley KC, Tuckwell 
V. Studies of aggressive behavior in schizophrenia: Is there a re- 
sponse bias? Med Sci Law 1997d; 37: 345-8. 

[54] Fischer EH, Dornelas EA, Goethe JW. Characteristics of people 
lost to attrition in psychiatric follow-up studies. J Nerv Ment Dis 
2001;189:49-55. 

[55] Lundberg I, Damstrom Thakker K, Hallstrom T, Forsell Y. Deter- 
minants of non-participation, and the effects of non-participation 
on potential cause-effect relationships, in the PART study in mental 
disorders. Soc Psychiatry Psychiatr Epidemiol 2005; 40: 473-83. 



Steinert and Hamann 

[56] Thomas MR, Stoyva J, Rosenberg SA, et al. Selection bias in an 
inpatient outcomes monitoring project. Gen Hosp Psychiatry 1997; 
19:56-61. 

[57] Haapea M, Miettunen J, Veijola J, Lauronen E, Tanskanen P, Iso- 
hanni M. Non-participation may bias the results of a psychiatric 
survey. An analysis from the survey including magnetic resonance 
imaging within the Northern Finland 1966 Birth Cohort. Soc Psy- 
chiatry Psychiatr Epidemiol 2007; 42: 403-9. 

[58] Gilbody S, Wahlbeck K, Adams C. Randomized controlled trials in 
schizophrenia: a critical perspective on the literature. Acta Psy- 
chiatr Scand 2002; 105: 243-51. 

[59] Thornley B, Adams C. Content and quality of 2000 controlled trials 
in schizophrenia over 50 years. Br Med J 1998; 317: 1181-4. 

[60] Grady C, Dickert N, Jawetz T, Gensler G, Emanuel E. An analysis 
of U.S. practices of paying research participants. Contemp Clin 
Trials 2005; 26: 365-75. 

[61] Klitzman R, Albala I, Siragusa J, Nelson KN, Appelbaum PS. The 
Reporting of Monetary Compensation in Research Articles. J Em- 
pir Res Hum Res Ethics 2007; 2: 61-7. 



Received: January 20, 2012 Revised: March 12, 2012 Accepted: March 12, 2012 

© Steinert and Hamann; Licensee Bentham Open. 

This is an open access article licensed under the terms of the Creative Commons Attribution Non-Commercial License 
(http://creativecommons.Org/licenses/by-nc/3.0/) which permits unrestricted, non-commercial use, distribution and reproduction in any medium, provided the 
work is properly cited. 



